
Blood 142 (2023) 6324–6326

The 65th ASH Annual Meeting Abstracts

ONLINE PUBLICATION ONLY

627.AGGRESSIVE LYMPHOMAS: CLINICAL AND EPIDEMIOLOGICAL

A Phase 1 Study Evaluating PRT2527, a Potent and Highly Selective CDK9 Inhibitor, As Monotherapy and in

Combination with Zanubrutinib in Patients with Select Relapsed/Refractory B-Cell Malignancies
Bruce D. Cheson 1, Geoffrey P. Shouse, PhDDO 2, Sarit Assouline, MD 3, Katharine L. Lewis 4,5,6, Eliza A Hawkes, MD 7,8,
Talha Munir, MBBS, MRCP, FRCPath, PhD 9, Andrew S. Davies, BSc (Hons) BM (Hons) PhDFRCP 10,11, Petra Langerbeins 12,
Constantine S. Tam, MBBS, MD FRACP, FRCPA 13, Gareth P. Gregory 14, Michael Y. Choi 15, William Sun 16,
Siminder K. Atwal 16, Wan-Jen Hong 16, Clémentine Sarkozy 17

1Lymphoma Research Foundation, New York, NY
2Hematology/HCT, City of Hope National Medical Center, Duarte, CA
3McGill University, Jewish General Hospital, Montreal, Canada
4Department of Haematology, Sir Charles Gairdner Hospital, Perth, Australia
5Division Medical School, University of Western Australia, Perth, Australia
6WA Linear Clinical Research, Nedlands, Australia
7Olivia Newton John Cancer Research and Wellness Centre, Austin Health, Heidelberg, Australia
8School of Public Health and Preventive Medicine, Monash University, Melbourne, Australia
9Haematology, Haematological Malignancy Diagnostic Service (HMDS), St. James’s Institute of Oncology, Leeds, United
Kingdom
10Southampton Experimental Cancer Medicine Centre, University of Southampton, Southampton, United Kingdom
11University Hospital Southampton NHS Foundation Trust, Southampton, United Kingdom
12Department of Internal Medicine, Center for Integrated Oncology Aachen Bonn Cologne Düsseldorf, Cologne, Germany
13Alfred Hospital and Monash University, Melbourne, Australia
14Department of Hematology, School of Clinical Sciences at Monash Health, Monash University, Melbourne, Australia
15UC San Diego Moores Cancer Center, UC San Diego, La Jolla, CA
16Prelude Therapeutics, Wilmington, DE
17 Institut Curie, Saint-Cloud Hospital, Saint-Cloud, France

Background and Signi�cance: PRT2527 is an investigational, potent, and highly selective cyclin-dependent kinase 9 inhibitor
that is being developed for select relapsed or refractory (R/R) hematologic malignancies. CDK9, a key regulator of transcrip-
tion elongation, has been studied as a potential target for therapy in transcriptionally addicted cancers that are dependent
on oncogenic drivers with short half-lives. Although most of these drivers do not respond to direct inhibition, studies sug-
gest that a subset of drivers, eg MYC, MYB, and MCL-1, may be targeted indirectly via CDK9 inhibition. Several nonselective
CDK9 inhibitors have shown clinical activity in multiple tumor types, however, tolerability was poor (Mandal, et al. Cancers
(Basel). 2021). PRT2527 has demonstrated high speci�city and promising antitumor activity in preclinical studies, and a fa-
vorable tolerability pro�le in preliminary data from a Phase 1 study (NCT05159518) in adults with advanced solid tumors.
These support further development of PRT2527 in hematologic malignancies as monotherapy and in combination with tar-
geted agents. Combination of CDK9 inhibition and Bruton tyrosine kinase (BTK) inhibition may drive a durable response by
enhancing apoptotic priming and shifting dependency toward CDK9 targets MCL1 and BFL1. Zanubrutinib (BGB-3111) is a
highly selective, potent, irreversible BTK inhibitor that upregulates the proapoptotic signaling molecule BCL2 modifying fac-
tor, an endogenous inhibitor of BCL2, BCLXL, and BCLW (Kong, et al. ChemMedChem. 2018). PRT2527 as monotherapy or
in combination with zanubrutinib may be an effective treatment option for select R/R hematologic malignancies.
Study Design and Methods: PRT2527-02 is a phase 1, open-label, multicenter, dose-escalation and dose-con�rmation study
evaluating safety, tolerability, recommended phase 2 dose (R2PD), and preliminary ef�cacy of PRT2527 as monotherapy and
in combination with zanubrutinib in patients (pts) with select R/R hematologic malignancies. Pts eligible to receive PRT2527
monotherapy include those with aggressive B-cell lymphoma subtypes, mantle cell lymphoma (MCL), chronic lymphocytic
leukemia/small lymphocytic lymphoma (CLL/SLL) including Richter syndrome, and T-cell lymphoma subtypes. Pts eligible
to receive PRT2527 in combination with zanubrutinib include those with aggressive B-cell lymphoma subtypes, MCL, and
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CLL/SLL including Richter syndrome. Eligibility criteria include having relapsed or become refractory to standard-of-care
therapy, measurable disease or requirement for treatment in accordance with disease-speci�c criteria for the hematologic
malignancies under study, an ECOG PS of 0 to 1, and adequate bone marrow, renal, and liver function. Dose escalation will
comprise successive cohorts receiving escalating doses of intravenous (IV) PRT2527 monotherapy once weekly (qw) in a 21-
day cycle (cycle ≥2); pts at high risk for tumor lysis syndrome (TLS) and those receiving IV PRT2527 qw in combination with
oral zanubrutinib 320 mg may have a 28- or 35-day ramp-up period during cycle 1. Dose escalation and de-escalation de-
cisions will be guided by the prespeci�ed Bayesian optimal interval design method based on dose-limiting toxicities (DLTs)
observed in cycle 1. Dose con�rmation will consist of indication-speci�c cohorts receiving the RP2D of PRT2527; pts at high
risk for TLS and those receiving combination therapy may have weekly ramp-up dosing to reach RP2D. PRT2527 treatment
will continue until disease progression or unacceptable toxicity, whichever comes �rst. The primary endpoints include safety,
tolerability, DLTs, and RP2D of PRT2527 monotherapy and in combination with zanubrutinib. Adverse events will be assessed
according to the National Cancer Institute Common Terminology Criteria for Adverse Events v5.0. Secondary endpoints in-
clude objective response rate, duration of response, duration of complete response, and pharmacokinetic pro�le of PRT2527
monotherapy and in combination with zanubrutinib. For descriptive analyses, continuous variables will be summarized by
mean, standard deviation, median, minimum, and maximum. Response rates will be calculated with the 95% con�dence in-
terval. Time-to-event data will be analyzed using the Kaplan-Meier method. The study is open to enrollment and registered
at ClinicalTrials.gov (NCT05665530).
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